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L6 ANSWER 1 OF 6 USPATFULL on STN 

TI 1H- imidazole derivatives as cannabinoid receptor modulators 

AB The invention relates to a group of lH-imidazole derivatives 

which are modulators of cannabinoid receptors, to methods for the 
preparation of these compounds, to novel intermediates useful for the 
synthesis of said imidazole derivatives, to methods for the 
preparation of these intermediates, to pharmaceutical compositions 
containing one or more of these 1H- imidazole derivatives as 
active ingredient, as well as to the use of these pharmaceutical 
compositions for the treatment of psychiatric and neurological disorders 
in which cannabinoid receptors are involved. The compounds have the 
general formula (I) ##STR1## wherein R, R. sub. 1-R. sub. 4 and X have 
the meanings given in the specification. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AN 2005 : 158987 USPATFULL 

TI 1H- imidazole derivatives as cannabinoid receptor modulators 

IN Lange, Josephus H.M., Weesp, NETHERLANDS 

Kruse, Cornells G., Weesp, NETHERLANDS 

Van Stuivenberg, Herman H. , Weesp, NETHERLANDS 

Keizer, Hiskias G. , Weesp, NETHERLANDS 
PI US 2005137197 Al 20050623 

AI US 2004-965155 Al 20041015 (10) 

PRAI US 2003-512105P 20031020 (60) 
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LREP FINNEGAN, HENDERSON, FARABOW, GARRETT & DUNNER, LLP, 901 NEW YORK 

AVENUE, NW, WASHINGTON, DC, 20001-4413, US 
CLMN Number of Claims : 12 
ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 607 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L6 ANSWER 2 OF 6 USPATFULL on STN 

TI Novel medical uses of compounds showing CBl-antagonistic activity and 
combination treatment involving said compounds 

AB The present invention relates to a novel medical use of compounds with 
CB . sub . 1-receptor activity selected from the group of 
4, 5-dihydro-lH-pyrazole derivatives, 1H- Imidazole derivatives, 
thiazole derivatives and/or 1H-1, 2 , 4-triazole-3-carboxamide derivatives, 
as each defined in the specification, or of a prodrug thereof, a 
tautomer thereof or a salt thereof, in the manufacture of medicaments 
for the treatment and/or prophylaxis of CB.sub.l receptor related 
diseases in juvenile patients and/or for the treatment and/or 
prophylaxis of drug induced obesity in juvenile, as well as in 
adolescent, patients. Furthermore, the invention pertains to the use of 
said compounds with CB . sub . 1-receptor activity in combination with 
lipase inhibitors. Said compounds are particularly suitable in 
combination with lipase inhibitors in the manufacture of medicaments for 
the treatment and/or prophylaxis of obesity in adolescent or in juvenile 
patients and/or for the treatment and/or prophylaxis of drug induced 
obesity in juvenile as well as in adolescent patients. Preferred lipase 
inhibitors are orlistat, panclicins, ATL-962 and/or lipstatin. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
AN 2005 : 144920 USPATFULL 
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combination treatment involving said compounds 
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Gregory, Peter -Col in, Hannover, UNITED KINGDOM 
Waldeck, Harald, Isernhagen HB, GERMANY, FEDERAL REPUBLIC OF 
Krause, Gunter, Burgdorf , GERMANY, FEDERAL REPUBLIC OF 
Lange, Josephus Hubertus Maria, Almere, NETHERLANDS 
Kruse, Cornells Gerrit, Amersfoort, NETHERLANDS 

PI US 2005124660 Al 20050609 

AI US 2004-969840 Al 20041022 (10) 

PRAI US 2003-513995P 20031027 (60) 
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LREP Finnegan, Henderson, Farabow, , Garrett & Dunner, L.L.P., 1300 I Street, 

N.W., Washington, DC, 20005-3315, US 
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ECL Exemplary Claim: 1 
DRWN No Drawings 
LN.CNT 2412 
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TIEN 1H- IMIDAZOLE DERIVATIVES AS CANNAB INO I D RECEPTOR MODULATORS 
TIFR DERIVES DE 1H- IMIDAZOLE COMME MODULATEURS DE RECEPTEURS 
CANNAB INOIDES 

ABEN The invention relates to a group of 1H -imidazole derivatives 
which are modulators 

of cannabinoid receptors, to methods for the preparation of these 
compounds , 

to novel intermediates useful for the synthesis of said 
imidazole derivatives, 

to methods for the preparation of these intermediates, to pharmaceutical 
compositions 

containing one or more of these 1H- imidazole derivatives as 
active ingredient, 

as well as to the use of these pharmaceutical compositions for the 
treatment of 

psychiatric and neurological disorders in which cannabinoid receptors 
are 

involved. The compounds have the general formula (I) wherein R, 
R<sb>l</sb>-R<sb>4</sb>and X have the meanings given in the 
specification. 

ABFR L' invention concerne un groupe de derives de 1H -imidazole 

qui sont des modulateurs de recepteurs cannabinoides , des procedes 

de preparation de ces composes, des intermediaires utiles 

pour la synthese des derives en question, des procedes 

de preparation des intermediaires, des compositions pharmaceutiques 

renfermant un ou plusieurs derives comme principe actif, et 

1 'utilisation 

de ces compositions pharmaceutiques pour le traitement de troubles 
psychiatriques 

et neurologiques faisant intervenir les recepteurs cites. Les composes 
sont de formule generale (I) sachant que R, R<sb>l</sb>-R<sb>4</sb>et X 
sont tels que specif es dans la description. 
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TI Preparation of 1H- imidazole- 4 -carboxamides as CB1 agonists, 

partial agonists, or antagonists for treatment of psychiatric and 

neurological disorders 

GI 




I CI II 



AB Title compds. I [wherein R = (un) substituted Ph, thienyl, pyridinyl, 

pyrimidinyl, pyrazinyl, pyridazinyl, or triazinyl; Rl = (un) substituted Ph 
or pyridinyl; R2 = H or (cyclo)alkyl or (cyclo) alkenyl optionally 
interrupted by S, O, or N; R3 = (un) substituted (cyclo) alkyl , 
(cyclo) alkoxy, bicycloalkyl , tricycloalkyl , or (cyclo) alkenyl optionally 



AN 
DN 
TI 



interrupted by N, O, or S; or R3 = pyridinyl or Ph when R4 ^ H; or 
R3 = NR5R6 when R2 = H or Me; or NR2R3 = (un) substituted heterocyclyl / R4 
= H, halo, CN, carbamoyl, formyl, acetyl, CF3C0, FCH2C0, EtCO, sulfamoyl, 
MeS02, MeS, or (un) substituted alkyl; R5 and R6 = independently alkyl; or 
NR5R6 = (un) substituted heterocyclyl; and prodrugs, stereoisomers, and 
salts thereof] were prepared as potent cannabinoid (CB1) receptor agonists, 
partial agonists, or antagonists. For example, reaction of 
4-chloroaniline with 2 , 4-dichlorobenzonitrile in the presence of sodium 
bis (trimethylsilyl) amide in THF provided N- (4 -chlorophenyl) -2,4- 
dichlorobenzenecarboxamidine (42%) . Cyclization of the carboxamidine with 
Et 3-bromo-2-oxopropanoate in a solution of NaHC03 and isopropanol gave the 
imidazolecarboxylate (29%) , which was converted to the imidazolecarbonyl 
chloride (no data) . Amidation with 1-aminopiperidine using TEA in CH2C12 
afforded II (26%) . Selected I bound to hCBl receptor with pKi values in 
the range of 7.0 to 8.4. I are useful for the treatment of psychiatric 
and neurol. disorders, as well as and other diseases involving cannabinoid 
neurotransmission (no data) . 
2005 :220141 CAPLUS 
142 :280212 

Preparation of 1H- imidazole -4 -carboxamides as CB1 agonists, 
partial agonists, or antagonists for treatment of psychiatric and 
neurological disorders 

Kruse, Cornells G . ; Lange, Josephus H. M. ; Herremans, Arnoldus H. J.; Van 
Stuivenberg, Herman H. 
Solvay Pharmaceuticals B.V., Neth. 

20 pp., Cont.-in-part of U.S. Ser. No. 490,019. 
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Preparation of fused imidazole and pyrazine derivatives as 
cannabinoid CB2 receptor agonists 
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AB Fused imidazoles I and pyrazines II [W, X, Y, Z = C, N, with < 2 

being N atoms; Rl = H, alkyl, halogen, OMe, CF3 , OCF3 , OCHF2 , OH, alkoxy; 
R2 = alkyl, cycloalkyl, heterocyclyl , heterocyclylalkyl , heteroaryl, 
heteroaralkyl; R3 = (un) substituted CH2, CO, S02; R4 = alkyl, cycloalkyl, 
heteroalkyl, heterocyclyl, aryl, heteroaryl; R5 = H, alkyl, heteroalkyl; 
XI = N(R5)R3-R4, C0Y1, C(:NH)Y1; Yl = N(R5)R3-R4, alkyl, alkenyl , 
cycloalkyl, heteroaryl, heterocyclyl, heterocyclylalkyl, aryl, aralkyl, 
heteroaryl, heteroaralkyl] were prepared As agonists, these compds . 
stimulate a CB2-related post-binding signal transduction event, e.g., 
inhibition of adenylyl cyclase activity, after binding to a CB2 receptor 
on a cell. These compds. are used to treat inflammatory conditions, cell 
proliferative disorders, or an immune disorder, and may be administered in 
combination with agents that are also useful for the treatment of the 
symptoms or cause of the underlying disease or condition. Thus, 
2-C1C6H4N02 was treated with 2 -aminoethylmorpholine , followed by reduction to 
the diamine, cyclization with BrCN, and reaction with 4-C1C6H4COC1 to give 
the benzimidazole III which had IC50 for binding to the CB2 receptor of 
5.01 joM. 
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TI Preparation of lH-imidazole-4-carboxamides as CB1 agonists, 
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AB Title compds. I [wherein R = (un) substituted Ph, thienyl, pyridinyl, 

pyrimidinyl, pyrazinyl, pyridazinyl, or triazinyl; Rl = (un) substituted Ph 
or pyridinyl; R2 = H or (cyclo)alkyl or (cyclo) alkenyl optionally 
interrupted by S, O, or N; R3 = (un) substituted (cyclo) alkyl , 
(cyclo) alkoxy, bicycloalkyl, tricycloalkyl, or (cyclo) alkenyl optionally 
interrupted by N, O, or S; or R3 = pyridinyl or Ph when R4 * H; or 
R3 = NR5R6 when R2 = H or Me; or NR2R3 = (un) substituted heterocyclyl ; R4 
= H, halo, CN, carbamoyl, formyl, acetyl, CF3CO, FCH2CO, EtCO, sulfamoyl, 
MeS02, MeS, or (un) substituted alkyl; R5 and R6 = independently alkyl; or 
NR5R6 = (un) substituted heterocyclyl; and prodrugs, stereoisomers, and 
salts thereof] were prepared as potent cannabinoid (CB1) receptor agonists, 
partial agonists, or antagonists (no data) . For example, reaction of 
4-chloroaniline with 2 , 4-dichlorobenzonitrile in the presence of sodium 
bis (trimethylsilyl) amide in THF provided N- (4-chlorophenyl) -2,4- 
dichlorobenzenecarboxamidine (42%) . Cyclization of the carboxamidine with 
Et 3-bromo-2-oxopropanoate in a solution of NaHC03 and isopropanol gave the 
imidazolecarboxylate (29%) , which was converted to the imidazolecarbonyl 
chloride (no data) . Amidation with 1-aminopiperidine using TEA in CH2C12 
afforded II (26%) . I are useful for the treatment of psychiatric and 
neurol. disorders, as well as and other diseases involving cannabinoid 
neurotransmission (no data) . 

AN 2003:261815 CAPLUS 

DN 138:287674 

TI Preparation of lH-imidazole-4-carboxamides as CB1 agonists, 

partial agonists, or antagonists for treatment of psychiatric and 

neurological disorders 
IN Kruse, Cornells G. ; Lange, Josephus H. M. ; Herremans , Arnoldus H. J.; Van 

Stuivenberg, Herman H. 
PA Solvay Pharmaceuticals B.V., Neth. 
SO PCT Int. Appl., 27 pp. 

CODEN: PIXXD2 
DT Patent 
LA English 



FAN.CNT 3 





PATENT NO. 






KIND DATE 




APPLICATION NO. 




DATE 


PI 


WO 


2003027076 




A2 


20030403 


WO 2002- 


EP10434 




20020917 




WO 


2003027076 




A3 


20031120 




















W: AE, 


AG, 


AL, 


AM, 


AT, AU, 


AZ, 


BA, BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 






CO, 


CR, 


CU, 


CZ, 


DE, DK, 


DM, 


DZ, EC, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, GH, 






GM, 


HR, 


HU, 


ID, 


IL, IN, 


IS, 


JP, KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, LR, 






LS, 


LT, 


LU, 


LV, 


MA, MD, 


MG, 


MK, MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


OM, PH, 






PL/ 


PT, 


RO, 


RU, 


SD, SE, 


SG, 


SI, SK, 


SL, 


TJ, 


TM, 


TN, 


TR, 


TT, TZ, 






UA, 


UG, 


US, 


UZ , 


VC, VN, 


YU, 


ZA, ZM, 


ZW 
















RW: GH, 


GM, 


KE, 


LS , 


MW, MZ, 


SD, 


SL, SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, BY, 






KG, 


KZ, 


MD, 


RU, 


TJ, TM, 


AT, 


BE, BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE , ES , 






FI, 


FR, 


GB, 


GR, 


IE, IT, 


LU, 


MC, NL, 


PT, 


SE, 


SK, 


TR, 


BF, 


BJ, CF, 






CG, 


CI, 


CM, 


GA, 


GN, GQ, 


GW, 


ML, MR, 


NE, 


SN, 


TD, 


TG 








TW 


231757 






Bl 


20050501 


TW 2002- 


91119798 




20020830 




CA 


2457444 






AA 


20030403 


CA 2002- 


2457444 




20020917 




EP 


1438296 






A2 


20040721 


EP 2002- 


772314 




20020917 






R: AT, 


BE, 


CH, 


DE, 


DK, ES, 


FR, 


GB, GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


SI, 


LT, 


LV, 


FI, RO, 


MK, 


CY, AL, 


TR, 


BG, 


CZ, 


EE, 


SK 






BR 


2002012481 




A 


20040824 


BR 2002- 


12481 




20020917 




CN 


1556703 






A 


20041222 


CN 2002- 


818346 




20020917 




JP 


2005504805 




T2 


20050217 


JP 2003- 


530667 




20020917 




ZA 


2004002188 




A 


20050429 


ZA 2004- 


2188 






20040318 




NO 


2004001171 




A 


20040621 


NO 2004- 


1171 






20040319 




US 


2004235854 




Al 


20041125 


US 2004- 


490019 




20040319 




US 


2005054679 




Al 


20050310 


US 2004- 


912171 




20040806 


PRAI 


EP 


2001-203851 




A 


20010921 


















WO 


2002-EP10434 




W 


20020917 


















US 


2004-490019 




A2 


20040319 


















US 


2004-574939P 




P 


20040528 
















OS 


MARPAT 13 8: 


287674 























=> s L2 and (psycho? or obesity or memory or amnesia or migraine or neuropath? or 
anxiety or cirrhosis or asthsma or Parkinson) 

L7 39 L2 AND (PSYCHO? OR OBESITY OR MEMORY OR AMNESIA OR MIGRAINE OR 

NEUROPATH? OR ANXIETY OR CIRRHOSIS OR ASTHSMA OR PARKINSON) 

=> d L7 1-39 ti 

L7 ANSWER 1 OF 39 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

TI The endocannabinoid system: A drug discovery perspective. 

L7 ANSWER 2 OF 39 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

TI American Chemical Society - 229th National Meeting. 13-17 March 2005, San 
Diego, CA, USA. 

L7 ANSWER 3 OF 39 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 

reserved on STN 
TI Recent advances in the cannabinoids . 

L7 ANSWER 4 OF 3 9 USPATFULL on STN 

TI L-DOPA amide derivatives and uses thereof 

L7 ANSWER 5 OF 3 9 USPATFULL on STN 

TI Modulators of CRTH2 , COX-2 and FAAH 

L7 ANSWER 6 OF 3 9 USPATFULL on STN 

TI 1H- imidazole derivatives as cannabinoid receptor modulators 

L7 ANSWER 7 OF 3 9 USPATFULL on STN 

TI Novel medical uses of compounds showing CBl-antagonistic activity and 



combination treatment involving said compounds 

L7 ANSWER 8 OF 39 USPATFULL on STN 

TI Combination therapy for controlling appetites 

L7 ANSWER 9 OF 39 USPATFULL on STN 

TI Sulfonamide cannabinoid agonists and antagonists 

L7 ANSWER 10 OF 3 9 USPATFULL on STN 

TI Compounds specific to adenosine al and a3 receptors and uses thereof 

L7 ANSWER 11 OF 3 9 USPATFULL on STN 
TI COX- 2 and FAAH inhibitors 

L7 ANSWER 12 OF 3 9 USPATFULL on STN 

TI Therapeutic formulations for the treatment of beta-amyloid related 

diseases 

L7 ANSWER 13 OF 3 9 USPATFULL on STN 

TI Inhibitors of the anandamide transporter 

L7 ANSWER 14 OF 3 9 USPATFULL on STN 

TI Bicyclic CB2 cannabinoid receptor ligands 

L7 ANSWER 15 OF 39 USPATFULL on STN 
TI Aryl and heteroaryl sulfonates 

L7 ANSWER 16 OF 3 9 USPATFULL on STN 

TI Compounds having unique CB1 receptor binding selectivity and methods for 

their production and use 

L7 ANSWER 17 OF 3 9 USPATFULL on STN 

TI Bicyclic pyrimidinyl derivatives and methods of use thereof 

L7 ANSWER 18 OF 3 9 USPATFULL on STN 

TI Compounds specific to adenosine A3 receptor and uses thereof 

L7 ANSWER 19 OF 3 9 USPATFULL on STN 

TI Cannabinoid receptor modulators, their processes of preparation, and use 

of cannabinoid receptor modulators for treating respiratory and 
non-respiratory diseases 

L7 ANSWER 20 OF 3 9 USPATFULL on STN 

TI Compounds specific to adenosine A3 receptor and uses thereof 

L7 ANSWER 21 OF 39 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN MODULATORS OF CRTH2 , COX- 2 AND FAAH 

TIFR MODULATEURS DE CRTH2 , DE COX-2 ET DE FAAH 

L7 ANSWER 22 OF 39 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN WATER-SOLUBLE CANNAB INO IDS 

TIFR CANNAB INO IDES SOLUBLES DANS L 1 EAU 

L7 ANSWER 23 OF 3 9 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN COMPOUNDS AND METHODS FOR TREATING NON- INFLAMMATORY PAIN USING PPARALPHA 
AGONISTS 

TIFR COMPOSES ET PROCEDES DE TRAITEMENT DE LA DOULEUR NON INFLAMMATOIRE AU 
MO YEN D 1 AGONISTES DE PPARALPHA 

L7 ANSWER 24 OF 39 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN 1H- IMIDAZOLE DERIVATIVES AS CANNABINOID RECEPTOR MODULATORS 
TIFR DERIVES DE 1H- IMIDAZOLE COMME MODULATEURS DE RECEPTEURS 
CANNAB INOIDES 

L7 ANSWER 25 OF 3 9 PCTFULL COPYRIGHT 2006 Univentio on STN 



TIEN NOVEL MEDICAL USES OF COMPOUNDS SHOWING CB<sb>l</sb> -ANTAGONISTIC 
ACTIVITY AND COMBINATION TREATMENT INVOLVING SAID COMPOUNDS 

TIFR NOUVELLES UTILISATIONS MEDICALES DE COMPOSES A ACTIVITE ANTAGON I S TE DE 
CB<sb>l</sb> ET TRAITEMENT COMBINE I M PL I QUANT CES COMPOSES 

L7 ANSWER 26 OF 3 9 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN NOVEL CANNAB INO I D CB2 RECEPTOR AGONISTS AND USES THEREOF 
TIFR NOUVEAUX AGONISTES DES RECEPTEURS CANNAB INO IDES CB<SB>2</SB> ET 
UTILISATIONS DESDITS AGONISTES 

L7 ANSWER 27 OF 39 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN COX-2 AND FAAH INHIBITORS 

TIFR INHIBITEURS DE COX -2 ET DE FAAH 

L7 ANSWER 28 OF 39 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN CANNAB INOID RECEPTOR INVERSE AGONISTS AND NEUTRAL ANTAGONISTS AS 

THERAPEUTIC AGENTS FOR THE TREATMENT OF BONE DISORDERS 
TIFR AGONISTES INVERSES DE RECEPTEURS DE CANNAB INO IDES ET ANT AGONISTES 

NEUTRES AG I SS ANT EN TANT QU 1 AGENTS THERAPEUT I QUE S DESTINES AU TRAITEMENT 

DE TROUBLES OSSEUX 

L7 ANSWER 2 9 OF 39 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN THERAPEUTIC FORMULATIONS FOR THE TREATMENT OF BETA-AMYLOID RELATED 
DISEASES 

TIFR FORMULATIONS THERAPEUT I QUE S POUR LE TRAITEMENT DE MALADIES LIEES A LA 
BETA- AMYL0 IDE 

L7 ANSWER 3 0 OF 39 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN COMBINATION THERAPY FOR CONTROLLING APPETITES 
TIFR POLYTHERAP I E POUR CONTROLER L'APPETIT 

L7 ANSWER 31 OF 3 9 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN COMPOUNDS HAVING UNIQUE CB1 RECEPTOR BINDING SELECTIVITY AND METHODS FOR 

THEIR PRODUCTION AND USE 
TIFR COMPOSES PRESENTANT UNE SELECTIVITE DE LIAISON AU RECEPTEUR CB1 UNIQUE 

ET PROCEDES DE PRODUCTION ET D 1 UTILISATION 

L7 ANSWER 32 OF 3 9 PCTFULL COPYRIGHT 2 006 Univentio on STN 

TIEN COMPOUNDS SPECIFIC TO ADENOSINE A<sb>l</sb> AND A<sb>3</sb> RECEPTORS 
AND USES THEREOF 

TIFR COMPOSES SPECIFIQUES DES RECEPTEURS A<SB>1</SB> ET A<SB>3</SB> DE 
L ' ADENOSINE ET LEURS UTILISATIONS 

L7 ANSWER 33 OF 39 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN COMPOUNDS SPECIFIC TO ADENOSINE A<sb>l</sb> / A<sb>2A</sb> , AND 

A<sb>3</sb> RECEPTOR AND USES THEREOF 
TIFR COMPOSES SPECIFIQUES AUX RECEPTEURS DE L' ADENOSINE A<sb>l</sb>, 

A<sb>2A</sb>, ET A<sb>3</sb> ET LEURS UTILISATIONS 

L7 ANSWER 34 OF 3 9 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN CANNAB INO I D RECEPTOR MODULATORS, THEIR PROCESSES OF PREPARATION, AND USE 

OF CANNAB INOID RECEPTOR MODULATORS IN TREATING RESPIRATORY AND 

NON-RESPIRATORY DISEASES 
TIFR MODULATEURS DE RECEPTEURS AUX CANNAB INO IDES , LEURS PROCEDES DE 

PREPARATION ET UTILISATIONS DE MODULATEURS DE RECEPTEURS AUX 

CANNAB INOIDES POUR LE TRAITEMENT DE MALADIES RES PIRATO IRES ET NON 

RESPIRATOIRES 

L7 ANSWER 35 OF 39 PCTFULL COPYRIGHT 2006 Univentio on STN 

TIEN COMPOUNDS SPECIFIC TO ADENOSINE Al A2A, AND RECEPTORS AND USES THEREOF 
TIFR COMPOSES SPECIFIQUES AUX RECEPTEURS Al, A2A ET A3 DE L' ADENOSINE ET 
LEURS UTILISATIONS 



L7 ANSWER 36 OF 39 CAPLUS COPYRIGHT 2006 ACS on STN 

TI Preparation of lH-imidazole-4-carboxamides as CB1 agonists, 



partial agonists, or antagonists for treatment of psychiatric and 
neurological disorders 



L7 ANSWER 3 7 OF 3 9 CAPLUS COPYRIGHT 2 006 ACS on STN 

TI Preparation of lH-imidazole-4 -carboxamides as CB1 agonists, 

partial agonists, or antagonists for treatment of psychiatric and 

neurological disorders 

L7 ANSWER 38 OF 39 EPFULL COPYRIGHT 2006 EPO/FIZ KA on STN 

TIEN INHIBITORS OF THE ANANDAMIDE TRANSPORTER. 

TIFR Inhibiteurs du transporteur d 1 Anandamide . 

TIDE Inhibitoren des Anandamide Transporters. 

L7 ANSWER 39 OF 39 EPFULL COPYRIGHT 2006 EPO/FIZ KA on STN 

TIEN CANNABINOID RECEPTOR MODULATOR. 

TIFR MODULATEUR DU RECEPTEUR CANNABINOIDE . 

TIDE MODULATOR DES CANNABINOIDREZEPTORS . 



=> dup rem L7 

PROCESSING COMPLETED FOR L7 

L8 3 9 DUP REM L7 (0 DUPLICATES REMOVED) 

=> d L7 1 3 6 8 10 19 22 23 24 26 31 34 36 37 39 ti abs bib 

L7 ANSWER 1 OF 3 9 EMBASE COPYRIGHT (c) 2006 Elsevier B.V. All rights 
reserved on STN 

TI The endocannabinoid system: A drug discovery perspective. 

AB The endocannabinoids are lipid messengers that engage the same cell 
surface receptors targeted by A (9) -tetrahydrocannabinol , the active 
component of marijuana. They are produced by cells in the brain and other 
tissues and combine with two subtypes of G protein-coupled cannabinoid 
receptors, CB(1) and CB(2) . Their ability to modulate a variety of 
pathophysiological processes, including appetite, pain and mood, provides 
unique opportunities for drug discovery. Three such opportunities are 
discussed here: reduction of body weight through blockade of CB(1) 
receptors, alleviation of pain through activation of extracerebral 
cannabinoid receptors, and modulation of pain and anxiety 
through inhibition of endocannabinoid degradation. .COPYRGT. The Thomson 
Corporation. 
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TI Recent advances in the cannabinoids . 

AB This review highlights advances made in cannabinoid chemistry over the 



time period August 2002 - June 2004. Particular emphasis is placed on new 
ligands for the CB(1) and CB(2) receptors. CB(1) receptor antagonists 
have been a prominent area of research for many pharmaceutical companies . 
Sanofi's CB(1) receptor antagonist rimonabant has now generated clinical 
data demonstrating its efficacy for both obesity and smoking 
cessation in human subjects. Recent data showing the effects of CB(2) 
agonists for pain in preclinical animal models has been accompanied by the 
reports from many laboratories disclosing selective CB(2) agonists for the 
treatment of pain and other indications. The further progression of 
cannabinoid receptor agonists and antagonists 

into clinical trials will serve to determine the effectiveness of such 
compounds as therapeutics in the treatment of human diseases and 
disorders. 2004 .COPYRGT. Ashley Publications Ltd. 
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TI Recent advances in the cannabinoids . 
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TI 1H- imidazole derivatives as cannabinoid receptor modulators 

AB The invention relates to a group of 1H- imidazole derivatives 

which are modulators of cannabinoid receptors, to methods for the 
preparation of these compounds, to novel intermediates useful for the 
synthesis of said imidazole derivatives, to methods for the 
preparation of these intermediates, to pharmaceutical compositions 
containing one or more of these 1H- imidazole derivatives as 
active ingredient, as well as to the use of these pharmaceutical 
compositions for the treatment of psychiatric and neurological disorders 
in which cannabinoid receptors are involved. The compounds have the 
general formula (I) ##STR1## wherein R, R. sub. 1-R. sub. 4 and X have 
the meanings given in the specification. 
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TI Combination therapy for controlling appetites 

AB The invention provides methods and pharmaceutical compositions for 

administering a PPARcc agonist (e.g., OEA-like agonist, OEA-like 
compound) , an OEA-like appetite reducing compound, or a FAAH inhibitor 
and a CB1 cannabinoid receptor antagonist to a subject in order to 
reduce the consumption or ingestion of food, ethanol or other appetizing 
substances as well as in treating appetency disorders related to the 
excess consumption of food, ethanol, and other appetizing substances. 
The combination therapy can also be useful for reducing body fat or body 
weight and modulating lipid metabolism. 
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TI Compounds specific to adenosine al and a3 receptors and uses thereof 
AB This invention pertains to compounds which specifically inhibit the 

adenosine A.sub.l and A. sub. 3 receptors and the use of these compounds 
to treat a disease associated with A3 adenosine receptor in a subject, 
comprising administering to the subject a therapeutically effective 
amount of the compounds. 
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TI Cannabinoid receptor modulators, their processes of preparation, and use 

of cannabinoid receptor modulators for treating respiratory and 
non-respiratory diseases 

AB Use of a compound for treating a respiratory disease in a mammal wherein 
the compound is a cannabinoid receptor modulator is disclosed. Compounds 
useful as cannabinoid receptor modulators for treating respiratory and 
non- respiratory leukocyte-activation associated diseases comprise 
compounds of formula (I) , ##STR1## 

in which A and B are nitrogen or carbon, provided only one of A and B is 
nitrogen; and R. sub . 1-R. sub . 6 are as defined in the specification, 
wherein R.sub.2 with R.sub.5 may form a ring, and/or two R.sub.4 groups 
may form a six-membered aryl or heteroaryl ring, optionally having a 
substituent R.sub.6 forming a ring with R.sub.3. 
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TIEN WATER-SOLUBLE CANNABINOIDS 

TIFR CANNABINOIDES SOLUBLES DANS L ' EAU 

ABEN Water-soluble cannabinoid compounds that are agonists of CB1 and CB2 

cannabinoid receptors are provided. The compounds are made water-soluble 
by derivatization of the alkyl side chain and/or the phenolic hydroxyl 
group of tetrahydrocannabinol. The water-soluble cannabinoids are useful 
for the treatment of appetite loss, pain, multiple sclerosis, nausea and 
vomiting, and epilepsy. 

ABFR La presente invention concerne des composes cannabinoides solubles dans 
l'eau qui sont des agonistes de recepteurs de cannabinoides CB1 et CB2 . 
Ces composes sont rendus solubles dans l'eau par derivatisation de la 
chaine laterale alkyle et/ou du groupe hydroxyle phenolique de 
tetrahydrocannabinol . Ces cannabinoides solubles dans 1 1 eau conviennent 
pour le traitement de la perte d'appetit, de la douleur, de la sclerose 
en plaques, de la nausee et des vomissements et de 1 1 epilepsie . . 
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TIEN COMPOUNDS AND METHODS FOR TREATING NON- INFLAMMATORY PAIN USING PPARALPHA 
AGONISTS 

TIFR COMPOSES ET PROCEDES DE TRAITEMENT DE LA DOULEUR NON INFLAMMATOIRE AU 

MO YEN D'AGONISTES DE PPARALPHA 
ABEN Compositions and methods for treating noninflammatory pain, including 

but 

not limited to, neuropathic pain by using peroxisome 
proliferator activated 

receptor a (PPARa) agonists to treat a subject having such pain are 
described. 

The agonists may be used with additional therapeutic agents such as an 
inhibitor 

of fatty acid amide hydrolase or a cannabinoid CB1 or CB2 
cannabinoid receptor 
agonist . 

ABFR Compositions et procedes de traitement de la douleur non-inf lammatoire, 
dont entre autres la douleur neuropathique , au moyen 
d'agonistes du recepteur 

α active par le prolif erateur de peroxisome (PPARα ) , 
pour le traitement d'un sujet souffrant de telle douleur. Ces agonistes 
peuvent etre utilises avec des agents therapeutiques additionnels , 
tels qu'un inhibiteur de 1' amide hydrolase de l'acide gras 
ou un agoniste du recepteur cannabinoide CB1 ou CB2 . 
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1H- IMIDAZOLE DERIVATIVES AS CANNABINOID RECEPTOR MODULATORS 
DERIVES DE 1H- IMIDAZOLE COMME MODULATEURS DE RECEPTEURS 
CANNABINOIDES 

The invention relates to a group of 1H -imidazole derivatives 
which are modulators 

of cannabinoid receptors, to methods for the preparation of these 
compounds , 

to novel intermediates useful for the synthesis of said 
imidazole derivatives, 

to methods for the preparation of these intermediates, to pharmaceutical 
compositions 

containing one or more of these 1H- imidazole derivatives as 
active ingredient , 

as well as to the use of these pharmaceutical compositions for the 
treatment of 

psychiatric and neurological disorders in which cannabinoid receptors 
are 

involved. The compounds have the general formula (I) wherein R, 
R<sb>l</sb>-R<sb>4</sb>and X have the meanings given in the 
specification. 

L' invention concerne un groupe de derives de 1H -imidazole 

qui sont des modulateurs de recepteurs cannabinoides , des procedes 

de preparation de ces composes, des intermediaires utiles 

pour la synthese des derives en question, des procedes 

de preparation des intermediaires, des compositions pharmaceutiques 

renfermant un ou plusieurs derives comme principe actif , et 

1 ' utilisation 

de ces compositions pharmaceutiques pour le traitement de troubles 
psychiatriques 

et neurologiques faisant intervenir les recepteurs cites. Les composes 
sont de formule generale (I) sachant que R, R<sb>l</sb>-R<sb>4</sb>et X 
sont tels que specif es dans la description. 
2005040130 PCTFULL ED 20050511 EW 200518 
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TIEN NOVEL CANNABINOID CB2 RECEPTOR AGONISTS AND USES THEREOF 

TIFR NOUVEAUX AGONISTES DES RECEPTEURS CANNABINOIDES CB<SB>2</SB> ET 

UTILISATIONS DESDITS AGONISTES 
ABEN Novel selective cannabinoid CB<sb>2</sb> receptor ligands, primarily 
agonists, have a number of biological and pharmacological activities, 
including bronchial action, immunomodulatory action and analgesia. 
Hence, they are useful for treating diseases or conditions characterized 
by pain, inflammation and immunological dysregulation. Examples of this 
class of novel compounds are 4 chloro-<i>N</i>- [1- (2 -morphol in- 4- 
ylethyl) -l<i>H</i>-benzimidazol-2-yl] benzamide and 4 -chloro-<i>N</i>- [7 
methoxy-1- (2 -morpholin-4-ylethyl) -l<i>H</i>-benzimidazol-2-yl] benzamide. 
Other examples of the novel compounds are 4-derivatives of 3 -amino and 
3-carboxy-l, 2-dihydro-l-substitutedquinazol-2-ones, including 2-chloro-N 
(1,2 -dihydro - 1 - ( 2 -morphol inoe thyl ) - 2 -oxoquinoxal in- 3 -yl ) benzamide , 
3-chloro-N- ( 1 , 2 -dihydro- 1- (2 -morphol inoe thyl) -2 -oxoquinoxal in- 3 - 
yDbenzamide, tert-butyl 1 , 2 -dihydro- 1- (2 -morphol inoe thyl) -2- 
oxoquinoxalin-3-ylcarbamate and N-benzyl-3 , 4 -dihydro-4 - (2 - 
morphol inoe thyl) -3 -oxoquinoxaline-2 -carboxamide . The compounds bind 
specifically to a cell-bound or cell-free CB<sb>2</sb> receptor with an 
affinity (K<sb>d</sb>) ≤ 100 µM. As agonists, these 
compounds stimulate a CB<sb>2</sb>-related post-binding signal 
transduction event, e.g., inhibition of adenylyl cyclase activity, after 
binding to a CB<sb>2</sb> receptor on a cell. These compounds are used 
to treat inflammatory conditions, cell proliferative disorders, or an 
immune disorder, and may be administered in combination with agents that 
are also useful for the treatment of the symptoms or cause of the 



underlying disease or condition. 

ABFR L' invention concerne de nouveaux ligands selectifs, principalement 
agonistes, des recepteurs cannabinoides CB<sb>2</sb> presentant un 
certain nombre d'activites biologiques et pharmacologiques, parmi 
lesquelles figurent 1' act ion bronchique, 1' action immunomodulatrice et 
l'analgesie. Ces ligands sont done utiles dans le traitement de maladies 
ou pathologies caracterisees par la sensation de douleur, la reaction 
inf lammatoire et le dereglement immunologique . Parmi les nouveaux 
composes de cette categorie figurent, par exemple, le 4 
chloro-<I>N</I>- [1- (2-morpholin-4-ylethyl) -l<I>H</I>-benzimidazol-2 - 
yl]benzamide et le 4-chloro-<I>N</I>- [7-methoxy-l- (2-morpholin-4- 
ylethyl) -l<I>H</I>-benzimidazol-2 -yl] benzamide . Parmi d'autres exemples 
de nouveaux composes figurent des 4 -derives de quinazol-2-ones 3 -amino 
et 3-carboxy-l, 2 -dihydro-l-substituees , y compris le 
2-chloro-N- (1, 2-dihydro-l- (2-morpholinoethyl) -2-oxoquinoxalin-3- 
yDbenzamide, le 3-chloro-N- (1, 2-dihydro-l- (2-morpholinoethyl) -2- 
oxoquinoxalin-3-yl)benzamide, le 1, 2-dihydro-l- (2-morpholinoethyl) -2- 
oxoquinoxalin-3-ylcarbamate de tert-butyle et le N-benzyl-3 , 4-dihydro-4 - 
(2-morpholinoethyl) -3 -oxoquinoxaline-2-carboxamide . Ces composes se 
lient specif iquement a un recepteur CB<sb>2</sb> acellulaire ou lie a 
une cellule, avec une affinite (K<sb>d</sb>) = 100 ?M. En tant 
qu' agonistes, ces composes stimulent un evenement de transduction de 
signal post-liaison associe au CB<sb>2</sb>, p. ex. 1 1 inhibition de 
l'activite de 1 1 adenylyl cyclase, apres la liaison a un recepteur 
CB<sb>2</sb> sur une cellule. Lesdits composes sont utilises dans le 
traitement d'etats inf lammatoires , de troubles de la proliferation 
cellulaire ou d'un trouble immunitaire et peuvent etre administres en 
combinaison avec des agents egalement utiles dans le traitement de 
symptomes ou causes de la maladie ou pathologie sous- jacente . 
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TIEN NOVEL CANNAB INO I D CB2 RECEPTOR AGONISTS AND USES THEREOF 

TIFR NOUVEAUX AGONISTES DES RECEPTEURS CANNABINOIDES CB<SB>2</SB> ET 

UTILISATIONS DESDITS AGONISTES 
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DS W: AE AG AL AM AT AU AZ BA BB BG BR BW BY BZ CA CH CN CO CR 

CU CZ DE DK DM DZ EC EE EG ES FI GB GD GE GH GM HR HU ID 
IL IN IS JP KE KG KP KR KZ LC LK LR LS LT LU LV MA MD MG 
MK MN MW MX MZ NA NI NO NZ OM PG PH PL PT RO RU SC SD SE 
SG SK SL SY TJ TM TN TR TT TZ UA UG US UZ VC VN YU ZA ZM 
ZW 

W-U: AE AL AM AT AZ BG BR BY BZ CN CO CR CZ DE DK EC EE EG ES 

FI GE HU JP KE KG KP KR KZ LS MD MX MZ NI PH PL PT RU SK 
SL TJ TR TT UA UG UZ YU 



RW (ARIPO) : BW GH GM KE LS MW MZ NA SD SL SZ TZ UG ZM ZW 
RW (EAPO) : AM AZ BY KG KZ MD RU TJ TM 

RW (EPO) : AT BE BG CH CY CZ DE DK EE ES FI FR GB GR HU IE IT LU MC 

NL PL PT RO SE SI SK TR 

RW (OAPI) : BF BJ CF CG CI CM GA GN GQ GW ML MR NE SN TD TG 

RW-U (OAPI) : BF BJ CF CG CI CM GA GN GQ GW ML MR NE SN TD TG 
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TIEN COMPOUNDS HAVING UNIQUE CB1 RECEPTOR BINDING SELECTIVITY AND METHODS FOR 
THEIR PRODUCTION AND USE 

TIFR COMPOSES PRESENTANT UNE SELECTIVITE DE LIAISON AU RECEPTEUR CB1 UNIQUE 
ET PROCEDES DE PRODUCTION ET D ' UTILISATION 

ABEN Compounds are provided that are amide analogs of SR141716A having unique 
CB1 receptor selectivity and providing WIN sparing binding 
characteristics, pharmaceutical compositions containing the compounds 
and their use in a method of treatment of CB1 receptor related 
disorders, such as obesity, schizophrenia, memory 
dysfunction and marijuana abuse. 

ABFR L' invention concerne des composes qui sont des analogues amides de 

SR141716A presentant une selectivite de recepteur unique CB1 et assurent 
des caracteristiques de liaison economisant les WIN. L' invention traite 
aussi de compositions pharmaceutiques contenant ces composes et de leur 
utilisation dans un procede de traitement des troubles lies au recepteur 
CB1, comme l'obesite, la schizophrenic, les troubles de la memoire et 
l'abus de marijuana. 
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TIEN COMPOUNDS HAVING UNIQUE CB1 RECEPTOR BINDING SELECTIVITY AND METHODS FOR 
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TIEN CANNAB INO ID RECEPTOR MODULATORS, THEIR PROCESSES OF PREPARATION, AND USE 

OF CANNAB INO I D RECEPTOR MODULATORS IN TREATING RESPIRATORY AND 

NON-RESPIRATORY DISEASES 
TIFR MODULATEURS DE RECEPTEURS AUX CANNAB INO IDES , LEURS PROCEDES DE 

PREPARATION ET UTILISATIONS DE MODULATEURS DE RECEPTEURS AUX 

CANNAB INO I DES POUR LE TRAITEMENT DE MALADIES RESPIRATOIRES ET NON 

RESPIRATOIRES 



ABEN Use of a compound for treating a respiratory disease in a mammal wherein 
the compound is a cannabinoid receptor modulator is disclosed. Compounds 
useful as cannabinoid receptor modulators for treating respiratory and 
non-respiratory leukocyte-activation associated diseases comprise 
compounds of formula (I) , in which A and B are nitrogen or carbon, 
provided only one of A and B is nitrogen; and R1-R6 are as defined in 
the specification, wherein R2 with R5 may form a ring, and/or two R4 
groups may form a six-membered aryl or heteroaryl ring, optionally 
having a substituent R6 forming a ring with R3 . 

ABFR L' invention concerne 1 ' utilisation d'un compose pour traiter une maladie 
respiratoire chez un mammifere dans laquelle le compose est un 
modulateur de recepteur aux cannabinoides . Les composes utiles en tant 
que modulateurs de recepteurs aux cannabinoides pour traiter des 
maladies respiratoires et non respiratoires associees a 1' activation des 
leucocytes comprennent des composes de la formule (I) , dans laquelle A 
et B representent 1' azote ou le carbone, a condition que seul A ou B 
represente l'azote; et R1-R6 ont la notation figurant dans la 
description, dans laquelle R2 et R5 peuvent former un cycle, et/ou deux 
groupes R4 peuvent former un cycle aryle ou heteroaryle a six elements, 
ayant f acultativement un substituant R6 formant un cycle avec R3 . 

AN 2001058869 PCTFULL ED 20020822 

TIEN CANNABINOID RECEPTOR MODULATORS, THEIR PROCESSES OF PREPARATION, AND USE 

OF CANNABINOID RECEPTOR MODULATORS IN TREATING RESPIRATORY AND 

NON-RESPIRATORY DISEASES 
TIFR MODULATEURS DE RECEPTEURS AUX CANNABINOIDES, LEURS PROCEDES DE 

PREPARATION ET UTILISATIONS DE MODULATEURS DE RECEPTEURS AUX 

CANNABINOIDES POUR LE TRAITEMENT DE MALADIES RESPIRATOIRES ET NON 

RESPIRATOIRES 
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DS W: AE AG AL AM AT AU AZ BA BB BG BR BY BZ CA CH CN CR CU CZ 

DE DK DM DZ EE ES FI GB GD GE GH GM HR HU ID IL IN IS JP 
KE KG KP KR KZ LC LK LR LS LT LU LV MA MD MG MK MN MW MX 
MZ NO NZ PL PT RO RU SD SE SG SI SK SL TJ TM TR TT TZ UA 
UG US UZ VN YU ZA ZW GH GM KE LS MW MZ SD SL SZ TZ UG ZW 
AM AZ BY KG KZ MD RU TJ TM AT BE CH CY DE DK ES FI FR GB 
GR IE IT LU MC NL PT SE TR BF BJ CF CG CI CM GA GN GW ML 
MR NE SN TD TG 
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TI Preparation of lH-imidazole-4-carboxamides as CB1 agonists, 

partial agonists, or antagonists for treatment of psychiatric and 

neurological disorders 

GI 




AB Title compds. I [wherein R = (un) substituted Ph, thienyl, pyridinyl, 

pyrimidinyl , pyrazinyl, pyridazinyl, or triazinyl; Rl = (un) substituted Ph 
or pyridinyl; R2 = H or (cyclo)alkyl or (cyclo) alkenyl optionally 
interrupted by S, 0, or N; R3 = (un) substituted (cyclo) alkyl , 
(cyclo) alkoxy, bicycloalkyl , tricycloalkyl , or (cyclo) alkenyl optionally 
interrupted by N, O, or S; or R3 = pyridinyl or Ph when R4 * H; or 
R3 = NR5R6 when R2 = H or Me; or NR2R3 = (un) substituted heterocyclyl ; R4 
= H, halo, CN, carbamoyl, formyl, acetyl, CF3C0, FCH2C0, EtCO, sulfamoyl, 
MeS02, MeS, or (un) substituted alkyl; R5 and R6 = independently alkyl; or 
NR5R6 = (un) substituted heterocyclyl; and prodrugs, stereoisomers, and 
salts thereof] were prepared as potent cannabinoid (CB1) receptor agonists, 
partial agonists, or antagonists- For example, reaction of 
4-chloroaniline with 2 , 4 -dichlorobenzonitrile in the presence of sodium 
bis (trimethylsilyl) amide in THF provided N- (4 -chlorophenyl) -2,4- 
dichlorobenzenecarboxamidine (42%) . Cyclization of the carboxamidine with 
Et 3-bromo-2-oxopropanoate in a solution of NaHC03 and isopropanol gave the 
imidazolecarboxylate (29%) , which was converted to the imidazolecarbonyl 
chloride (no data) . Amidation with 1-aminopiperidine using TEA in CH2C12 
afforded II (26%) . Selected I bound to hCBl receptor with pKi values in 
the range of 7.0 to 8.4. I are useful for the treatment of psychiatric 
and neurol. disorders, as well as and other diseases involving cannabinoid 
neurotransmission (no data) . 
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AB Title compds. I [wherein R = (un) substituted Ph, thienyl, pyridinyl, 

pyrimidinyl, pyrazinyl, pyridazinyl, or triazinyl; Rl = (un) substituted Ph 
or pyridinyl; R2 = H or (cyclo) alkyl or (cyclo) alkenyl optionally 
interrupted by S, 0, or N; R3 = (un) substituted (cyclo) alkyl, 
(cyclo) alkoxy, bicycloalkyl, tricycloalkyl, or (cyclo) alkenyl optionally 
interrupted by N, 0, or S; or R3 = pyridinyl or Ph when R4 * H; or 
R3 = NR5R6 when R2 = H or Me; or NR2R3 = (un) substituted heterocyclyl ; R4 
= H, halo, CN, carbamoyl, formyl, acetyl, CF3CO, FCH2CO, EtCO, sulfamoyl, 
MeS02, MeS, or (un) substituted alkyl; R5 and R6 = independently alkyl; or 
NR5R6 = (un) substituted heterocyclyl; and prodrugs, stereoisomers, and 
salts thereof] were prepared as potent cannabinoid (CB1) receptor agonists, 
partial agonists, or antagonists (no data) . For example, reaction of 
4-chloroaniline with 2 , 4 -dichlorobenzonitrile in the presence of sodium 
bis (trimethylsilyl) amide in THF provided N- (4-chlorophenyl) -2,4- 
dichlorobenzenecarboxamidine (42%) . Cyclization of the carboxamidine with 
Et 3-bromo-2-oxopropanoate in a solution of NaHC03 and isopropanol gave the 
imidazolecarboxylate (29%) , which was converted to the imidazolecarbonyl 
chloride (no data) . Amidation with 1-aminopiperidine using TEA in CH2C12 
afforded II (26%) . I are useful for the treatment of psychiatric and 
neurol. disorders, as well as and other diseases involving cannabinoid 
neurotransmission (no data) . 
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TIEN CANNABINOID RECEPTOR MODULATOR. 

TIFR MODULATEUR DU RECEPTEUR CANNABINOIDE . 

TIDE MODULATOR DES CANNABINOIDREZEPTORS . 

ABEN 

A cannabinoid receptor modulator containing a compound represented by Formula 
(10) 

(image, imga0001.tif, chem) 

wherein, X is an oxygen atom, etc., R° is an optionally substituted 
acylamino group, ring A<sup>0</sup> is a benzene ring which may further have 
a substituent in addition to R° , and ring B is an optionally 
substituted 5-membered heterocycle, or a salt thereof or a prodrug thereof. 
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